Background: There is no epidemiologic data regarding autoimmune pemphigus in the Afro-
Introduction 1
Pemphigus is an autoimmune blistering disease involving the skin and or mucosa. It is due to 2 pathogenic autoantibodies directed against keratinocytes surface antigens: desmoglein 1 (Dsg 3 1) and desmoglein 3 (Dsg 3). Both genetic and environmental factors have been associated 4 with the occurrence of autoimmune pemphigus [1] . For example, the association between 5 pemphigus vulgaris (PV) and pemphigus foliaceus (PF) with HLA class II alleles (ie: DR4 6 and DR14) is now clearly demonstrated [1, 2] . Moreover, various epidemiological studies 7 have identified environmental antigens linked to endemic PF [1, 3, 4] . For these reasons, 8
annual incidence of the disease differs among ethnic groups and in parts of the world [1] [2] [3] [4] [5] [6] [7] . 9
Little is known about the epidemiology of autoimmune pemphigus in black patients. Indeed, 10 most studies concern Caucasians from Mediterranean Basin or Asia Minor and from Western 11
Europe [1, 5, 6, 7] . Only 2 studies concerning Black patients from South Africa and from Mali 12 are available [8, 9] . There is no epidemiologic data regarding autoimmune pemphigus in the 13
Afro-Caribbean population. Moreover, all the studies performed with calculation of the world 14 standardized incidence of autoimmune pemphigus are retrospective and few include an 15 individual validation of the cases in their design [1, 6] . 16
Guadeloupe, an overseas department of France, is the greater island of the Lesser Antilles 17 within the West Indies ( 400736 inhabitants, mostly black Caribbean of African European 18 descent). Recent studies have reported a high incidence of autoimmune diseases in the French 19
West Indies but autoimmune pemphigus has not yet, to our knowledge, been reported [10] . 20
We performed a prospective study to estimate the world standardized incidence rate of 21 autoimmune pemphigus on the island of Guadeloupe during the 5-year period between The following data were recorded for all the patients included in the study: gender, phototype 37 according Fitzpatrick classification, socio professional category, habitat, age at diagnosis of 38 pemphigus, clinical manifestations and histological features of the disease, medical history 39 focused on neoplasia, auto-immunity and chronic inflammatory diseases, current treatment 40 with special regards to medications known to induce autoimmune pemphigus [11] . 41
Laboratory studies 42
HLA tests were performed with the autorization of patients on a signed consent form. Characteristics of patients at baseline are sumarized in table 1. Mean age of patients was 53+/-63 19 years. Male/female sex ratio was 0.9. All patients were black Caribbean of African 64
European descent with a dark phototype (ie: V or VI based on the Fitzpatrick 65 classification).They all belonged to middle or low socio professional categories. The entire 66 series of patients had lived on Guadeloupe Island since birth. Habitat was the rural 67 countryside in 75% (9/12) of cases (i.e.: sugar cane fields and banana plantations, tractor 68 farming) whereas 75% of the population of Guadeloupe Island live in a urban environment 69
[13]. Lesions were exclusively localized in the oral cavity in 2 of the 7 patients with PV. 70
Interestingly, most of the PV patients (4/5:80%) exhibited some pustules with hypopyon on 71 the trunk and limbs (Fig.1) . For these patients a specific skin biopsy specimen of the pustule 72 was analyzed in addition with a standard skin biopsy specimen of a PV typical lesion. 73
Histological examination of the pustule showed suprabasal acantholysis; direct 74 immunofluorescence (DIF) showed epithelial cell surface staining predominantly on the basal 75 layers of the epidermis with IgG (n=3) or IgA (n=1). PF patients had typical skin lesions 76 located on the classical sites (ie. central chest, scalp and face). Dsg1 Elisa test was positive in 77 7/8 cases ( PF: n=4, PV: n=3) and negative in the 2 cases of mucosal PV. Dsg3 Elisa test 78
was positive in the 6 tested PV patients, and negative in PF patients, as expected. The HLA 79
class II alleles associated with autoimmune pemphigus (i.e.: DR4 and/or DR14) were found in 80 9/12 (75%) tested patients (PF n=4; PV n=5). Anti-HIV, HCV, HBV, HTLV-1 antibodies as 81 well as anti-leishmaniasis activity and syphilis serology were negative in all patients. 82
83
Discussion 84
This first epidemiological study about auto-immune pemphigus in the Afro-Caribbean 85 population showed a high world-population-standardized incidence of 6.96 cases per million 86 inhabitants per year , (95% CI:2.97-10.97). This incidence rate is higher than that reported in 87 the US and in Western Europe, where the incidence rate varies from 0.6 to 1.55 cases per 88 million inhabitants per year according to the most recent studies [5, 6] . It is also greater than 89 world-population-standardardized incidence rates reported in studies performed in 90
Mediterranean Basin where values are the most high (ie: 3 cases per million inhabitants per 91 year in Italy and 6.7 in Tunisia). [ 1, 7 ] 92 Moreover, our study showed a high world-population-standardized incidence of PF (i.e.: 3.59 93 cases per million inhabitants per year (95% CI: 0.67-6.51) as compared to the incidence of 94 sporadic PF in the US and in Europe (i.e: less to 1 case per million inhabitants per year) [ 1] . 95
Despite the lack of familial cases, this latter result prompted us to investigate a link between 96 pemphigus from Guadeloupe Island and endemic pemphigus from Brazil which is 97 geographically near. We found 3 similarities between these 2 forms of autoimmune 98 pemphigus: i) the HLA class II alleles DR4 and DR14 were observed in 75% of tested 99 for leishmaniasis. The second finding of our study, is that special clinical features ( i.e.: 104 pustules with hypopyon) previously reported in African people from Mali, and from South 105
Africa suffering from autoimmune pemphigus were observed in our series of Guadeloupean 106 PV patients [ 8, 9] . This point led to discuss the existence of clinical particularities of auto 107 immune pemphigus in African and Afro-Caribbean people. 108
Conclusion 109
On the island of Guadeloupe (French West Indies), autoimmune pemphigus seems to have 110 particular epidemiological and clinical features. These initial results prompted us to perform a 111 larger prospective study including patients from several islands of the West Indies . Table 1 : Baseline characteristics of patients 160 
